GRGFftB* 

OflQIMIOM P01WJULSNT IMMUNE FIB (tiVENE) 

.description; 

eroFab® ■iCmtaHdae fttyyoki* immune Fab $mm&)l & a strife, n:onppog:mte i: piffled, lysphilzgd pe;para!icn m mim » 
^an<gv&8»$ iBimursogtoMn'. 'fpagmgfite detained' fmm lim b\ms& of: fteaftfty sheep flecks tennitil^. with one of the Miov^ng 
'Nsilh'ftmerfcgR ymmmi CmMsm Mrss {Western Piamo«dtek rattlesnake), (^iMkiB..^m^imm^mtmi'1MmmMbmM.- 
mftteM$kB% €mMm smUMMi® psgavsi ratitesnafcei. and ^pfcfste?^? 0s&$mm iDeMmmoMh or Vaster feSgesasRU. T®«bMn tie: 
fSftsl aniveni^ product., tn« four dlfMaM monospecific; antte^m ar@ mfm&, Baeft moRsspecitte antiveriin i§ 'preENjn&i fe^ 
fmetionafind tfig ImmuR^obyjn from the ovine ssraam/dlgestlng ft- mtM- psipsm, and Isolating the mmm -specific Fab fra^menfe 1 
oh son exeiiiafjp? and affinity cferQmsS&graphf cotons. 

CtoF ab is ^amiardized by its -ability to neutralize the iettei actios af'essh of Use four vmm® imrnvrngsm^ fa^mmg Mmummm 
M&Mm in mie®, fte poteney of tie pfeclusi will vary f ram Mich to batch; hewemr, a minimum- rtumfer of mouse LD S0 neutilSHci 
unite against eash of the four ven-eros Indeed in every vial of ftn&i prsdyct as shown m Mile 1 .: 













i-v::t: 












Bash vial; of OroFsih obtains sp-lo t 8 of total : pirotgl« and sodium phospftits- byffer s^nslst^g erf dibasic mti&um phosphate USF 
srfcf sedfern ctericle USF- Tfelmeresal' & used as a preservative in .tie mar^&urltg proctss, and as such, mercur^te carried smr 
ifiito the. 'final product at m amount m greater than raeg per tia^whif&'MKftin$8 to. m tmm Wvm 1 ,S my bf mapsufy. p«r 
dase -(based cut' the »wi«ium do*se at 18 vfefe ysed l:n eimfeai ^udles of GmFsm, Tte product is imincled for ififtmy^csys 
sdminisf:ra!:ion srftsr rgeo«sfttp«on with 10 ml ot: Sferite mtsr for Inje^s USfi 

€foFab.1s a yenonvapec^fe -Fab. fragneM 'sT im.nussi&gtebuiliR a fl^8| that worte by binding m$; mtM02tm ' mnms -imim, 
f&£\MM$m tfieif redisMMon away fmm Immt Wmms mii Mr elimination 1mm tte tiody. 

GmFab was eftBetive in neytPailzinio the venoms ef 10 einfca^y Irapoitant ftwtit kmm\om} 0FOtatld,SRa^«# in a murine lethall^ 
mmM |see T^&fe 2> i ; n adaitien.. p:rei:imf^a:ry data from sxpe^iments in m;ice ming w:li3le ten Oie: steep Imniimsed for 
©roF'sb pmd^Mlsn suggest liigjf CroFab mlglt passes artipsnfe erass-fBactiylty agal^iist tin® venoms of some i» Essfem and 
Kccth African: siiake@; ^iowewr; th&re m'&Mc$ (Mb mmMM to confirm these tmdinss. 



Siim 0l5]^Cl£Ve & D^liSES 






To ej&lsm'iing the cro&s- 
nsytrsifzijjg abllff? sf 
CreFafo to preSsct mice 
from the lethal offsets or 
venemi'troRi cNnlealiy 

Ssparats g«ops of mice 
wsrs in]sct&d with 
increasing Soses &f C:roFsb : 
pfVi-n-ix-?!:: ^hlisoLDge 
of each waom testes:. 


E0 SS for eacli yesom 


|K@te: L@«igr ttiuri&srs r^rsssM h^rsased pst»ti@^.giS3!ast 

GliaStengs Venom ED^h i'exp-res^ecl as m$ mlmrnktimg tmom) 
C. ti/txx: 5 

'€.. u h@8ert 122 
C. .'>;• fm&mtis 2§ 

Sa&s4«n the data kmn this stud^ In mim, 'SroFafofsas rsist^-e^f 
geoiJ eross-pfcftectfen aga&^t -yefjoms ««t's*g©!t m: tha 
lm:fflty8iss8oa : -of flecks used to pro&uee i% mc%pttm S,_ KMetflmfi 
whem a vefy.Wgli dese. is fequimd, and ■for £ "mst&ssmy 
where a moderately hfgh ds-sts is Fe^ufretJ.. ' 



'Jim plmmti $hmm%®Mml& sfody of CfeBals was not adsciiuately ■p-gtlQrmesS. A iPmlted num-ber ^samjpies were osfeeted tram 
three patented Based on toees date, estimates of elimination ft&jf-iSfevsens pste. The eliminsfton lmif-4ife for total Fab ranged tram 
■appmjdimateiy- IS to 23 tours. Ties® [im-ited pnafTRaeokinefte estimates of-jh&INff# are ausmeRteeS fe^ -data .obtateed wtln m 
aftslogs-us ovine Fab p-rsdusl. pottee^' b-y Prattieries tn-a, ysSng-a siimllanpra^clfefi prscess, In tte! stady, 8 he=a^tfw subsets wms 
given i m® «! iRSrawnoii^ dlgoxta fafowed; by- an apprG3siR*at8& eqi^-mdar -ReytoaifziFtg dose of yB'-mg t£'$\wm&n Uwmim Fab 
(o¥:ine|.. Total Fafe mm shown to have a yptame of dtetriouftan of 0.3 l/kg, a systemis de-arsfise «f 32 mL/mSn (approximately 0.4 
oiL%if:n/kg| and an ellroina^ian telf41ls at appm^Riate^ tSlioym. 

H» sihilest siidk>s -ftm* Umn mn&mlmi mmgmlnu Smftifa mit& MMm nuMmtfim, timmf&m f m mmgml&ms mm fm. 
s«ite CrtsFats anal sat hw sntl^fstss®. 

Tw;eMnfcal trials using CroFafe haw tm&n sbndueiedl Tn&y weirs. pro#@e!feejiy deftr&d, operi-iaoeL: mufil-ce^r trials cofiducfed 
in: otherwise healthy patents 11 years ol age or <M4r wto® had suffered: imm rainlrnai or moderate defined m JaMe 3) Mwfti 
Ammmn croteMd '•ejwe^niatfonthat.sJiow®^ e-vfdefi-ee «f pregFte§§3&«> Progression wss dotted as flie worsening of any ev^astion 
parameter used in: the - grading- -of an: eiriygnomp©^ Iqsai hJUFy, laboratory abfterroa-Bf? -or symptoms arid signs alnbirtaMe to 
erofalld snake venam pofeoiilng:> Both eiinioal fti&is e*eiuded patients .wifh ' Ssppe:rbea<i gFwsn^matfefl/Tb date, tftere are m sSinieai 
daM supporting iim ©ffeeiy a! Of -oFarjfn patients presenting: wWh severe er^eramatlorL 



Tm& %. mmwm aH.Wnlimh Metiarate, m$ Bmmm mwmmm&n m mMmi mmmm *f Cr*Fste 









Sweiimg, p^siri:, a^d frcdi^roosis limited to fee iffl^>ed:iat§ tests s&e:; 
Systemic signs araf symptoms- abs ent; 

Soagtatetibft pgramefrBES normal wiitrt m eitolcal .evfdsrtea- of breeding. 


Mode rat* 


Sssfeiiif-ra. o^n. and econ^mosis inwlv^oo fess than: a fiii exiremitv or, WiMs mas 
s^mMmti the tsunk. h6Kj mzk. e^ndiing less thsji: SO cm: 

Systemic signs and' syniptom-s mm b« present "ijut not fife ffireatenina. : ifteluding 
M not Hmi-fed to nausea, vomitifig. oral paresJh-es^. or unys;itai1astes } mM 
hfpoim&mn (systolic bieoei pressure <:§£< ra mHg)-,.- tschsrcardia $hmfi rats 
<iSD) s and fecliypnea: 

Coasulafioo psrarrseiers mm Ise abnormal Dift «o cimSca! gsvfdence at -Ssfeedtog- 
pn®s«nt f^inor hejtiatyFla; gura feleasfrng md hos-ebleeds sr«.afcw©d If they are not. 
esnsjdsp^ ssvsre in tfo& Inyisistigatsr's Ju^ment. 




Sw&^lmg, psfn, sn : d ,e-cdif«v©ste ln.v©ha«§ ra<a - « fear at* mtlm sKtrsF^tv- ar 
trirssfenlftig She sfrway: 

Sysismiic signs siid s^in^oins are gjwfcsdiy abnormal,, indu^bg severe aiteratton 
of .r»@nt^ .status , -sevsre tiypsterKsi-en s§yer* tas^wc-ardls,- ta^i-yprresi or inspiratory' 

s: nsi ff f i o i-sn py^ 

Coa^ytatto' psrsLmelers we abnormal, wtlt? sa«b-us i&ieedioo or severe thres!' of 
:b|s-edjng.. 



In JjotlvsllnteaS: studies, @f tec? was dgt&rraited usiii^ a Ssa^bRe Ssverity Seor« ISSS)i23 {refBiied t» as lie efficacy score or ES 
in: mem mmm nmms) m& an investigator's ciMeM mmsmrmtitMm m GtUmz& TM SSS (reffeiTBd-.to as the ES) k a teol used 
to. :!«sas.are tha se¥S;rrt^ of ««¥gROf«g.tfen tesed: o» sisx Bodjf categor-ies: fecai woy^d ie,^, pain, swelling: and eccn^mosls), 
pylinGHsr^, .Gan-toaseuiai, p^troinfestinal, slierriatelogiicalvand nervoys system gffects/A W^ner score Wicates wsrse sym^lafn-s. 
Ins a retrss:pecf v& steely mlfio-ffigdicai- :reco;rds ot tm smMIMe yietiras tte SSS Ims iDeen shew* to cormiate- weM witin 
p^ys tei ms' assess 'ntent ofte .patient's ssndt^sm -at i3rss@;r^tlch.(Pear^ oorrelgitte 'caefficfefS: r=0.6S ; p<D,Q : 00i:) bM wnen 
\\w ps-aent's coeditisn was at Its worst CfM3.78 t p<S,00S1). tnfe sfu:ciy t the ceftciitian sfBinm rjatlenis worssneei: durmg 
•hsspitsiizsttoo.; Changes in tiie pitysidans' :assBS«r^:ent of candifian oernsiated weH vsitti etenges m SSS, CnsFab was ne quired to 
pj-e^ent an increase \n tine ES m crder to denrofistrat® ©ffieac^: 

JM ICA «?as based <30 tli-g-toestigais-fs elinfcal judgfii«nt-as. to whsifw tfee patient had a^ 

* Clin;i€8:i respcifise (pra-lreatFTient signs and s^nptems en^eniomstion: ^re armsted or limpi-oved aft&r tmitmentj 

* P%M& r%$wmm Mws% and syraplom^ of enwnornatfon wersened, bul at a slower rate -ihm: s^pocted alter tmatmer^O 

* ^o^mspoRse tym 'paignl"-§: ssocsiioo was n:ot tav^rai5i:y affected 1 8w '^n&ate*n^,- 

SaMy was assessed by monitor^ for earlvaftergic events, siidi as afsaphYiasls aad earl^senj.nt reactions durtng GroFab i:ntustorE, 
and M& smim., suets aa iat& s-esrtim "resefdns, 

in: thie first eiinical: stud£ of GreFab; 11 -patfettte rece^ an Mravem.its disss of 4 viais el CroFab a^r 80 minutes* M addiitionai 
4-viaf doee of CroFab was aintinfetert^ after csmpi-gtlon af the first CmFab infusfen, if deemed: n«og$sary by toe. investigator, M 
1 4iom mmmmQX&i i 8- outsf 1 1 patisrts no &vmm Qf&Mmvn^in^mW ES.ife^ cf 11 patfer^ts wsre aiso jadge-d to have 
a eliinic&l respsr^e;by the iCA.. Several patiinte, after iinitiai .^;iiHf^fT^i>pn^^s«b^q««niy.'R3qu&'ed additions! viafe of CroFsfe to 
st@f« progr&ssfee er seearm«t sy»5:ptos- wd' signs, Mo patient In this first study «Kp«Jl««c^d m anaprr^iaetic or anaph^iactoid 
response or eyidense of m early or late mtum paeti©R as a result of admlntetratfen of CmFafc. 



Ba,> o twna* i £ f ' x *!► f -J , 1 t* * j v\ J*r l il i <v ot r* >~ > if, 1 ? ^ < '1 > -,'1 pi ^ o E - iuh . F^E o it- 

AwiMiu^ nh r ^ nt't ^ s «e ^ + f fo f ^n^t t pt»r *^ -tir^t -a t n^vMio i u J > if -r*Kij \hf 
1 i + r i it r A of i Mf v V- 1 i n tip ^^n'jiR' nl I ^<o- <Mn^~ ^ i p'K'.n\t E \j<»,!iiv.t ^k « <* "* U 
«in 3 uh v i*nvst nl^st-T' 3 jV-' k'^'j t t n> #r * >-d r e its - K m i si 7m1 *o «*- ^v«- ^dtfi na 

i n.^otn- t h |>r*.Vt n f - i r h J\ «Si ltd -KU > "> . <f f> 

h tin i ^ 0' u 1 ^ iJiinrt^ i n pjte^t c run ?> ui ~n * i "Y-ii , 1 outn ~ -1 p t - 

i i^o h"lr<t s h\\ imt ti t tf 1 v n i o v. .cm? > , will t -F 4L t it ^ 3 m o >• > J^ 2 p t £ t ^ -i*W . 

flm . -"-fnr ^ M-i j d n *\? 0^ ** 1 " «d i_ t jjo tu>" run!* Lv«h m Vi \ c itc A»! V *t nil,- T Ee f pin ^a^ 

J is ? ->ir \. d*. J <j > . iVti >j- j - Vih**^ rr <l ii\i<>*i i- + i sit *. Mff < 0 E„t t, i S I * -i e I ii< it . 
MfV*R\Gf i p» ij -M ^4 '^evi^ tivho ^oumt n f dt t-^ f ] h^-Aecr tE e S ^ -tirn^ up/ F-Jt a,<w 
with tegsard to the oeerea&e.m €k. 



T*fe la 4« S^E^mssf PaH««f Effieaey Ss®r®s fat miMtulM m& P8K Sre^s 











Et^e-asf See re s 








m&m±m 




4.0+1.3 


4.7 ±2.3 


EM at 3 mttei Control An«¥S!iiR frtfa-ston(s) 


3,2 ±1.4 


3,3 ±1.3 






32 ± 0.9 


@ tiaufs alter Ifiiiiai Cunri oi gchi^ad 


^■6±1.S 


£.S±1.3 


12 tmw& sifter tnftisii Santraii achisveff 


::-:.4 •>■. 11" 


2,4 ±i;2~* 



Mq -ctoi-ge ar a in Efficacy Score was •cofisMer-ed'&n In^icstfen -at *Sinfcs! r-esj^na-g an* a sign of .effjeac^f, 

Fi?r bot:h -th« Seiiedyfed and She PRN Groups, dfffemnees i«-the EfSaaey Score sit.ths f«Mr'posi-fesy&8l[0«. 
,^ss*ssmeRt times vvera ststlsiKaiiv deersassedi from bas&Jiha Frte^Han'is tsst (p < 0,001), 



In Wmmtwe accsynfe of fstlssn&ks bites, it Has b#gh;notg-d a decrsasa in pMelsts cdn mam^w^ msdgrate!^ 

sa^er© @nv@nora : ^Q«, wNdft wtiotejblood trai^stuaions esuid: n^t eofrect pj, Thsse piMeiist c^rt: d&crsssM ha¥® : "bea« obsereed 
ta Jastfsr ma^y h^rs'ind affen sevgrsil day$lotf*m1ng lti« vstiDf^'om kite |3, 4, SI, In tltfe di:nteal ■ slusl^ S patients had pr«^osfng 
pEate:iet counts below 100^00/miTt 3 (teseltng swsrage fft 44,00@/mm 3, |. Of rto-fe, the plalelef. ecuints for M 8 patfeitts Increased to 
norma] levels £a#rags 200,0 : OO^mm 3 } at i hmw lxMm^m MM mntm 6mmg wm smfmt ($m Figure 1), 

Figyr©1, Qmph @i Platelet CoitHts lrffiiH:8as«iiR#.to M Horns tor Patients »fitft Gs«nis <1 at SsseEirts 




KoratnsE Hoors atfer initial Control 

i i i. 14 iPRN) 20 (PRW? 



/ytfimtgft Wms w n© at^ffteint different. I« ttte d^Gfesse m ES feel^een the two treaJmes^ gmups, thn data sugggst that 
SchedHlgsj dosing tRa^ pmstde feeder centra* of w^n^natfea s^mptoras cayseiji by the eontfnyed teaklfiy pf mmm from- «fespet 
sites, i^tedyigd: "psfienits -expertenesd: a tewsr'teh^rass cf sesgyati-Dfr abtwmaEtes a! teifew-yp compared wSh PRNi psfefits 
IsMs 5 and Rgure 2|<ln addtfe.llie nm® to adm&«ef addlonal OrsFsb to patients ifithe prn 'Gfoup affi&f mm mUmi 
mm%$i& ttisi thsm fe a. eo^tiotie?! n«ed for smfe5#R for adsquats treatms^t 





SeH&'diil a st S mm (11=14 } * 
{per$<s»i&f prii«Kis will* sksiomaS values )*■ 


SrejsiJ O^IS* 
(genesis cf .pa1l«nts with- sfeft@miat values^*' 








Fife RSf^eR 


2/14 (: 14%) 


7m {44% } 



A MuEaber's are- ekipres&ael as psfoent ol 'jjatie-RlS that iiatj a i&li&s?~ijp piaia^st cQtsnt that was fes&-tfjaa't&© c-Ott«t at 
hospital discharge; or: a frbrmocien imel tess than 56% of iM hospital discharge. 

FoSfow-uj3 dsts not avafiafofe 1 or one patient. 
Statist ie&Sfy significant difference, p= 0: 04. by Fisher's : Exact 'test 



Figure £ , Glissgs in f Salts 1*1 Cs^is i« iFEsli yl M%1 Fattens b fciw«s n Fei lew -Up Wis its- and Sfeefege 

PatisnJs in the ScJusduis^'an-il PR M Qnmps plotta-d separately 1 . -iMcb patents in the- PRtJ Sr&up s!w>»?e-d a 
re-tfaetteni in pSateSsi Gotini after disetsargs than' i« -the Sctisetuted Gfoup, Qpily patients shomng a *Bd»os«ipf asetei 
co«Rt ajfter $isc£5&rga-.3re shown. 

Platelets 

UO'Vrnn'r) Trsalrwsi Group = Set sstfritetf 

300 "" 4 




G? 2 4 6 B 1@ 12 14 16 18 20 22 24 

Nominal; Da^s after EHsetegss 

(fG^mra 3 ) Trestmenl: ©roup = PViti 




Of 2 4 6 8 1Q 12 14 16 18 22 24 2§ 

NsrrsfiisJ Da$?$-&ftsr Discharge 

.f NDf&ftTlpNS i« OS&SE 

Crcifafe is iindieafed fm the jmm^mmt of patients wstti: rnH:iimaE m mmtemts North amsdeart erot&iM ewerr#matten.. (se§? 

in Caracal Studies s.-©«tPob: im. : : dgM-ti9n$) ? Jtm. imm crsfcaHd ia used to d^scrtee tte Crolalinae subfemiil? Ownnedy ^nsw:n as 

Orotaftetesel of vena moos saa:kss -wfthsfci Indydes rat^«sn;ai<es : . ceppMhesids and c^^m;outh#ifs ; alsr mejeeasiHS, Esirjy'-uss- of 

CraFal3 fwi£iim 6 Uoxm of- snakebite) Is advised to prevent oiirfcal dafertoretfen mid ttte ssairrsnoe; of sf^trnm eoa$ufeita> 

afensrinallfes. 

CONTRAINDICATIONS 

Crofts sfKSUfd not foe a^nwMsFed to pabeffte .witfi B-Mnmm htetsr^ of ft^stsansfltvr^ to pap^a or papain unless the feensfits 
ayfc*?elgh'th@ risiks and appropriate: management fw ginapfwiiacrje reactian© m muMf msMMB. WJQS&QiQB 



CROFAB^ 

CRGTAUBAE PHOLYVALBiT. IMMUNE fiftB (OVINE) 

* C&agdspsifty Is a complication noted in many victims of viper env&iDin&ikxi that arises dye ts the abtf=lt^ q-^tlns soaks .vshkhi* 
to rte?lBm wilii the btood coagufetlm eascadg |4, 8,-fl|, Ift clinical Mate with CpeFsb, reearrant eoapyfepatfif (tiiw return of a 
aoa^ulsrttan abnormality after it has teen: syoeessfuiry treated with a«ttvenin>, clwa-eferlzsd bf desra&sed ftbrirrorjen;* 
decreased pietefets, arid «teva.tgd : pmtlir9nibl« tlrne, occurred!}]: appre*tnistefy-haff. of .patfente stymied. The dllNeaii slgR^can:c-& 
of itrssg recurrent sbrorrn titles- is rtst knmm. Recurrent coagulation .• aprpnti&^iKes were observed oify m patters :Wihe 
experienced :ee^«iatj&«. :&b#^rrcaltf8§ &w\m their; initial tospitalfeafeR. Optimal: dosing to completely pr«yi;n£ .E^urrfent 
^aguikipaifw has not fee&n determined:. Because CroFab. has a shorten pgrsistgaoe in ihB'Moad than erqtaKd- vercdmsKihat can 
leak Irani d« pot altos ew a pmiohgeiS period of tifjie s repeat dosing to preventer treat .such r&eurrense -m&y 'Wmsmsmy ise« 
bss&qe mm AmmmmmmMi. 

* Ress«rr«j?rt oragcPtopgEft^ mm persM pr -1 to 2 weeks or mere, Fatbits wibo expertence coa-gytoeaihy due to Msk-gblte dyrlng 
hospitalization for iHlialtpeatmentsliiQ-ald b« monitpfed for signs aod spiiptsmis of mmtr%r&. GOagsJspalihy tor «p to 1 week or 
longer at the phasic ten's 'discretion^ Darfng this period* the ph^israni steuld earstutl^ tssgss-tte nsed for m4reatoiont wlia 
Grpfafe aod um®f 3nr%pe ©1 aefejaigylarit an^-piatelet drug. 

* Papain: is used to cleave i$m whole arftifeod^ "into Fafe and Fe tfa-gments. and trace: ammMts of papain m Inaeti^ated papain 
residues -itiaf he prag:«rit In GroFah. Baients WKh allergy to papain, 'g^wpap-ain, -other papaya estfjacts, or the pineapple 
en-zynie bromelain nw also Im at riskfor an.slteHjM rsactta-to CreFab. In addition, it km &em notedjntbe Steratyre tnst some 
dus! mtt© aliarosns and 'earns- ls^b%. alte^ehe share an&wiiic structures with, papain and stents .with these aiferptes may he 
anergic to papain: toe® OOMT^^DIGM'IOiSI. 



CrsFab- contains n^eroury m the ?orm of eth^l mercury frera Mtmmml The final product eof^ate up to 104,5 mm m 
approKiraaM^ o;.ii rag of meroirs per kM, wHzh aimouRts to a® more ten 1 .9 rm of mercury per dose ftiased m the msxtraum 
sfllOKse Pt 18 vlais sttsdfed i« citnica^ tnais of GroFapi. While there am no defmftftfg data cm the te^ci'tv of immcury,' 
sy ggesfe tMt mfmmMXm refet&d to m@^l:mefct»v tosiciles ima£ fee apptiea^e. 

* The posstoM rSste an;d side-effects t^at attend tire admtiiisirafio^ of h«temloGs:otis mimzl protetns in 'mmvmn m\mte 
mmh^hsMQ and snaph^^clotd. msetJojiiS, ^tergle^reaeatens (late mmm tmztim or serum sie&pmss? and a posslfefe 
feferile respor^s te inimyrte eprnpteKes formed by amm;a!: sr^:laod:ies and ngatEsHzed vmom mmfmrnnts- Mtt\mmh':m 
patigrst in the efSpfeal studies ot €mFab has exp@:rienead a s-8V.@m .«Hiaph^ad$e TeactI'm the pc&g^bliiit^ sg : m aRap^^setlc 
readlidn siioyld he conskJereeL: the jmilenl #iooid tm informed: afte posslbiit^ at an- a5-!apti:^laotic rsaafion ssnd close pa^erat 
msntodfig: and readiness wlH^ IntrSiivsitoys therapy 'using ep^Oieparfne -and- ^ipheriih^dramlne h^drachiodde is r^eomraesided 
during the infusion of CroFsb-.. tf.m an;aph^iaeliie reaellon occurs diurlng 'the- iRfusto, -'Cmfsiia MraimstraSo^ shaiitd "im 
terminated at snce and approppato treatment admtn:ls1a!»d, Patients with &how« atieFpie& tg .sheep, pr-otein wo^id ba 
particLdaf % r at rfe^ tor a« anaptiylas&e rgaciian.. 

* Aii: pati srifs treated with aiiti^en^n stoykl be oaref uti^ monitored for Tigris and gyjupfoj-ns af an: acuto aiilergi© resctbn |e4. t 
urticaria,- pfurftus,. er^thetita,.- ajiglag«lema { bfonehospasni-. wSth whgesng or »ugii :: stridar, Isr^npeai: edema. hypet«3is!'Pn\ 
tachywdfa) and treated vsjtth appropriate ernerpency niedrcal care <g.,g. „ @plrtephd«e s inlmveftdHs; arstiihislaHiines and/er 
aiDutefei. 

.* .AK patiepts should h© Mowed-up for signs: and s^niptorns q| dsiayed ai:ief#s feaoi-Dns: &r: mmm sickness Ce.g:>, rasb s -fever; 
m^aigia, arthralgia) and treated appropristeiv 1!f necessary 

* i. has b&m nstid. In the iitoratwe mWSi the me. (M other antihody tlwapiea. lhat reactions diaino tlie Infusion, such as fevar, lew 
Mzk pate, ^iieesing bm$ mimm. are often related to lite rate trflfteto-aml can be eo:rt:roi:ied by decreasiag tiis rate M 
Mmlnmmm of ®$ solrjtioo m% 

* Rattenis wirro reo&i^e a sou:rss of treatment with a terelgp : prolein s^eft. as CmFah mm? become sensitized to it. TherM&re, 
canSon should ise.useci when- administering a repeat cgyrse of treatrflen! with Crs-l=al3-fof. ^ .siabseqiiiept .enwuom^tiofl: episode. 

* Skin- testing has not been used in cllracal trials' sf CroFab and; Is mt requirsd. 

iesauss mak& emmomdiau cm mm® caagytatron) a:Pr50;rmal;itis-Sv tfie-'foltas&lrag corMiiitions, which are afes assodated wlfft 
•fsoagaiiati^n -defects, sferdd he consideired: career, oolla^en: disease, eeripe^we rieart faiiurs, diarrhea, eie^afed temperatom 
hepatic disorders, :ii^psrtiT;¥TQ:id:ism: f poor ;iiytritio;nal state, steatorrhea, witannin K dslicisney, 

* Pattents s^otild be advised to coFitact thsir pri^sioian ImnifdSately If tney expsrfen-s& mt $i$m $m& symptoms of delated 
aitergi© ressctJoci^'^r.^ifiT siclsness prarte, urtioarl# stter hs^piai' discharge. 

* Patlefrts shoyid be advised to CQntoet their riiysloian frarrjediatefi^ if they e^pedeiice unusual brnfeing or bleeding tag,, 
n:osgbtesds f excessive bleeding after brushing teetii:, :the aprj^aranee of blaod in stools- or uhne ; eKcessi^e rn«nstnjai feissdlsia 
petechia.© s @xoesJSi¥8 bryislng ©r persisferjt ooiirsg froin superficial: iojiin^s? teF hospitaf ttischarps-as thsv may need additional 
airtfyghte treatesnt Such broising: or bisediing mw$ ocsur for -up to 1 week or longer feltolno initfei tneatn^ni, aiid patients 
&mM fee a : d¥isod to follow-up with th®l:r prws ieisin for monitsdng, 

(>n.sg ?r3lofaetior^; 

Stymie® of Mum^om have mt feesn eorjdtict«d wltf G:raFa;b. 



tirafoP^t^isitsslSj i^listap^nssiis, Impalm^sitit of Fertility . 

ARlrnal «^fxslrm§enfeK?' ^i^rep^t^ctfoH .slyciiea. kme net tseefteDRdueted wm GroFab. 



Preplans??: 

Pregnane^ Category Animal f^pj^diye^bn sludles hasre nsft brnts. eondysfcd w®i CmRafe Jt Is al&o net: tagaftin whether CroFab 
can '-cause Mai harm wften admjiHisfemd tea a ipre^nanl woman or can; afteef: repRsdyctl^H Gsspaeji^ CrePah stoiJd te'^v^nto a 
p -egnanl woman; or% if $san> ;ii#sdi©d. 

CfoFs-fe eontste eMsre^r^ lirt&* f csm* of . mercsurf itmh. mim&msM imm . FRFjCMSTiorss, ®&mmih ffi$mim& sps 
toxlooiieg^ data so Mir^ msrsiir?, iiigi* tics®© sse^te esp^ssifes lo rtg&tfiyf imrsiir? b®m ®mmi®t@& wftii 
mwsfosglsal sml i^asl tcsxfeitlKS, t?£¥*>fc*ptng totems amf *erf pming ftlipdree are jmpsi saissep&liiiB aisd: tfpr&foi^* at 

greater r^sfe. 

Misusing ^ofli^sj 

;itJs rwt known wfisfiier SroFah is excreted In human txm&imiik. Because 'many £nms are ©xepetad- m 'toumm -milk, caiilien ■siioufd 
fee e^relsed when GroR3i> is administered to a nisrs&igwisn-im. 

Speeiffc studies in efejgjty pstfeMs- have siot &®&n CQmM&e<A. 
Pediatric Hm: 

Sprite stymies to pee&airie patients have net been eiMKlueled, Th© sb&sluife mmm 6om M\m$'m§. snafeeWSe expected ts fee Hie 
ssnrteirt shiMren and a&u&s, tfierefsm,. no jjQsage. adjustment tar asp $tmM M made, 

Gm¥$U >sontMtm mmmrg to* its© tora smcsfSMry fmm Mmmmal PS£€^yi!O^S s Ss^rslK &l$h®i*sli tl*@r« >sr© 

'fG&f s^lsg?' tiata on -ettisfl mereiirv, Ny^ stos© Midi as^le m$tmwm i& math^l nmmm^ tmm imm mmo&k\i%ti with 
wmmhm^i r&iiai taKieltfes. iMwekspfnig f-eiys&s-sfscl t#©iy . y&ueig ' cshl&treo -are m^st sais««ptS>l« aisd flMsrsf oi^ at 
groatsr risk. 

* "Op majofity of adverse mactlions to^CraFsb riposted in stoical shidtes were mM m moderate in; sewni^ 

* The nm& wmmm advems: sverrte repa-rled; in %m slnica;! studte were- .urtieasla . aisd fmh, A-dvmrss «wnts iavo&ing the' skin 
and; appendages iprimsifily ^asli, yrticaria, ..ares prwiteO wsm mported In 14 of th« 42. patfente (l^b;ie 8), 

* Of ihp 2S patents ]wh® eKperleycgd adwrse rea^tons, 3 palienfe espenencg^ mmm m s&nmm Btfrmm mmMom . The 1 
patisrt w?io eKp&fteJ];cgc! a ssriQiis adders© s^'SJit tmd a recyirrejit eoagyiopatlw dy@^ te &o¥&noma.ttons, which require rg- 
hospteiiizaltoR arwJ addftionaii. ^U¥@ra>i- ; - adntinf stfatton. This- pattefii eventually made a ^coftipfeie mcov^r^ llm oilier 2 had 
sme-m adverse p^tstferfes tirat GG^sisled et 1 paS&nt wha cieveiGped &\mu tmmmm im&immtf. mwi 1 p«1jenf - wtm 
deveioped ?t severe rasb and pr u;rltus several ds^s toMawiftg treaffnenf. BotN paSents tmmmwi loBgwing treatment; v^tti 
anliiiife^rnines and prednfeo^t:- 

* O'rse pahejit disc DH&rraed C^Fab Ib8?"ap^ doe to m aief^e feaeHsn , 
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Of ths 42 -pattsrits r&ceivtng CFeFab in iti® clinical studies, £S experienced an aetverss evsBt..A iolai of 40 adverse 
.•events- was. experienced by these 2S pati&flis:> 
t Afiergic rgactiarj Gonsisted; ot^ftiearJa;,. dyspnea and whsesing in 1 patient. 



in 42 patfemts tfesiifed with OreFab lor ra;l filial or m-octemte.c^staHd .erav«rs®naalfens,.HTeps' -mm-. 7 emrM classified as early 
seiiMi pgscaons siind S g^efjis el&s&tftec: as Ms serum feaetlo-ns, m$ mm were serious (Tsbte. ?k In the -cteteal studies* sgpires 
jreaGflexis consisted ma^nf ^ ef urttearfe ^cf.'ras^ and aB paltgrts recovered ^irJiOTt setpalsa. 



Table ?. issues m E&m an stats' Serai p EmmUmm {Smtmm Attvamm- wm CrsPafo l»fu$is») 
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Pruritus. 
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Urticaria 


1 







*' S Df tihe 42 patisnis esperisrtcsd srs adverse: event associated with an eari^ &&rusn reao^am and 4 sxps ri-grfesd an adverse; 

evsntassootatasl with a iate semro rsactiipn. Two adSftte>«al .patis rits-'wa re. cobs i#e;neel is fiava. slats serum reason i?^ 

ftse iR\&stjgs.$Gt; aith©u#> ews associated; adv«fSa-.ev'ent wa.s;rs;pQ:ft»dL 
* * AUergic t saeti&n consistedcf yriicads, dyspnea aB# wheezing in 1 'patient. 
t Serum sickness consisted of severs- rash, and pruritus; In 1 patient 



The ■ raasli'mym amount df Crofafe that ear* safely M w$mM®i®m$ in airrgte er rrmrfipi© doses itas not bmm detsrminsd., doses of 
upto 18 ¥i!&is t^pRjjfiinaMy 1S.5: g 3f .pistsin) toe iseep -adrnirastsr^J • wttnmS .any observed fflmzt kmc sffeet, 

Eioh ^ ^tlF i» o io i rj *e f t- >f uHu^ ,-v + n^n S1> iie £ tf-i f - I « US r < ii u^i * r t n ji ! m i i v , 

\u g-Pti- - \f IPO O tef^ ~>MP- i J t '-tint ^'a- Ml i<S^~t iti^di-Vi r \ . U Hi ! t 0 1 iOJ tf iMJ!"' 

ir^ * i! ni<e tw lv *-<\i }c o Th~ - ' i j f i ft- t r - «1 i t - ' <=ji *e fk~d <Md i i h < ft 

Ainmd d p *f iP* t 1 1 n d^ilu te \t A it ^ i -\ i r t ii itt^j ^er, \ KM r p c ti rt-- ^.^ i \ u < y\ nt 

I" fto- 5 HI -tl n dl i -0 ir r 1 U <C l MU ( 'J i il " hlO'tlHft^ JiS'-^l k s| f ■• f Hpwp< f -i Xiiuu if w is 

o^f v\n 1 tt ■ in 3 d. jp-^t^i i ^hn a ^er i n ^ 1 roMhte 

Afiti'-ff! t % tj:-*t»?| irneM hs: t nti 'u^ t 5 Mfti'tvi u i pote '^>i y f ivv- 1 ^ {j-E-d ^f k il vot- ^ V 
C* K 1 1 ^ o n Tit- f 1>- d sP t d i e * ' h< > * ah "* h-> tj f - f h uUi h<* <e *c- i i \ N s r * rov rs„ * e o.-> if ^ " *^ 
ti i 'ii t av- t» Mfh pt \* f *u l i f i ^ tr ^r-tftii ti ^ Hi tt— i <jt l-v d i - Pi a b>' * "M i t «:* t t \\<i 
rua t tti > o n1 1 ut? <.* u jat or *^ fd ^^nio'cn' vi,* it nt . otr + n hi-vc-d 1 ^ "--n* + >sc t 

a 1 -t i« I . 'T 4'>f- u d u 1 t^Jurt! nl\ t - i pf i ttli>- 1 pi e oii^ht , rkjp r i ^ r ^r*>uid* t- Art>- hiti* 

• tfttf 'i \ ^> !^ ^ i *° "xMi > N .cs fn *n < J v I cii> o ! f=H,f ■=\f^ ' ^ .<k> k> p *c ^ k<u i d teM c nns? ltd 
t ^ n J d 1' 1 f-.-iivV.if ] lit 1 1 fr ^ h 1 si- * . i ^ a* r -^M i i% f ^ t * ^i 1 t ri? Ad. i j, 4 ; 
\1 tt ,fst* ed s , > f i- tie rr q t u , i^n err. t ii dc itv 

>! 1,1 i.U- E .f -d L ' i f J fi L 1 ^'1 < \ f-t J Pf -.l^U* f >"<v !f f ! tt 2 o ^Clh^X 1 - t 1 J i U-l 

. f tn* i n i Oct*'-- t >-' ftU i n f 4 \ j m I 1 pt ? t d 1 fj^ f 1 1 ^ p l ft ur t m Li m i>l '] i < Ips p<i f f H m*i f fi 

is Reee^ssr^, 

Suppers measurgs %m oMem uMmM i® Ireal aertaln maraffestatrons of .erat&Hd snaHe envenom^Son: su«h: as pai;n,. swelliing, 
JTypslan^^n and woami i«fecttoa, P&\mn mntp$ cernters are a teipM resoyree fer ImJividuaf treatment ad^se, 

HOW SOFFUEO 

CroFaFj* Is supped as a. sterlte, {t©p:P¥f^»Hi&, edited, i^ophtfised pfepffiatisa Emts vM csnMm yp ts 1 g &t MM protefa a 
emxtoura of Ovid 'm% of RT-greyry, an;d net ifess: Him the indicated numfegf : af rraoy^e L0 SCl neuferMisiing MnMs*r 

£?, (Eastern DlairnondfeacK rattfesnake] 420 

A 08G$wsm§ iC^Mmmmdh or Water Efeaeastni) ?m 

* As of 2W&< th« potejacy assay has been sp13:m:!Z8d Mr s fiew sfedni -of m:jce. : wWeh ^ias rasuitasf in sha^gss iottm- minimum 
mourn UD^ natft^ifeing unifte, These changes -efe Dot Fsfleet any chanp^ i; = praciu&t ipotency; but eniy a dtfferertir bfefQgfj&ai 
response of tne iiio«ss: sira^rt -to ths ve^oni, 

Eaeh.tox corfeirts 2 ¥M3 ot QmFm Cdfluert not if»dudedK 

The prad^et .shodSd be sire red at S a le> |36. e to 4£°F), Oo net freeze, Th© predict must b* os©d wKhm 4 hours after 
reeonstifMlOT. 



1 v Cmmm R; Eg« n Bum® FE, .SgrrtshK, S;mittr D£ s «S A^t al . Comjjarteii of: a new mim ariUgstt .bSndirig'Imgmtnl (Fatj) 
anl^e^ioler United States' £mMMs& isdtfe '8ii ' e^mmsrei^ anteslnM pFsfestta aaainst vsnra-i^tiaeesl 'feWl^vIn mtae, 
J TrQp m$ \tm 5 S(S):S0I-5i 0. 

1 Dart PC, Hyrteut KM, 6sns:ia R, .-iSoren J. ^ffefetei ol a se¥#Bv scsm far the osesBiaa* of OroMid snakebite:. Am Bmm 

a La -firano? KG and Ffessell FE Stasd plsiteM studies In : man and rafeb&s fo^owinq Crotaius ejwanomaSdn. Free West: 

Pharmaml Sec 1§7S ;1S:§i-ig:5. 
4 L^cais WJ-, -Frofeuftd ttembac^open^- associated w&h CmM&ts mimr rulzsr m\mmm%®m: nsMte&i' mm. lmmm 1:071- 

Q;237~24Ck 

4 Taton RW, ¥mh KL t Barnes SG; Bafeit JO . Letter to Edited N Bng! J M ed: t §81 ; 30S:1 347, 

a Qyarre JR U&omfe J, taussrera ;D< Gilbert f s Tfcirtauas J, Msrw to lata and papafe JAftergy CttfcfmmitK* 9EK4£9£2, 
7. Baur X, €$mt 2, ftazynek R Dllssr B, Ratgl4i«lmsett i, £ros&-ra&dttng S$E anlitodlss recognizing Mek alliens, Ensiydlns 

& &M$m IS, Bmmm Purpura foftrnHna- Wmm -FatlfesBafe tffefitfur tmzf$i$ tanfttaft mvsmnwUoii cms tmB: 
33:234-236. 

a. BudTOklAZ, Pa^dya B¥: Rubm RK. BSizuela 8S, Ss&zfca 7, -Stewart 6J. Fibdnajprelytfe afl&rift&giMHtia ^tef ©nvsm^ati^ 

1^ western d:iamondfca&fe mtttes«£ &mm£Mm^®&mS4; '63^:1-14 
1Q> KdIIs Fa Serum: sfcfensss and arsaphylaxi®. km J Pis- Child 1W;@3~3S0. 

11 , Klrrkpsfticfe Oi llm Blgtind Stydy Ad#sory P'SBel /Mfergfc litstories and; readier of patois freafed with digsxto taimuM 
FatHwiemVartbi3d£ Ant d Emerg Med :19@1: @(2 Suppl 1):7-10. 
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